Lipoid proteinosis is a very rare progressive autosomal recessive disorder characterized by deposition of hyaline material in the skin, upper aerodigestive tract, and internal organs. Patients present with a history of repeated blistering, skin scarring, beaded eyelid papules, waxy papules over the body, and laryngeal and tongue infiltration leading to hoarseness of voice. This disorder is caused by mutations in the extracellular protein 1 gene present on chromosome 1q21. We report three cases of lipoid proteinosis, who presented to our outpatient department with aforementioned features.
Introduction
Lipoid proteinosis is a very rare progressive autosomal recessive disorder characterized by deposition of hyaline material in the skin, upper aerodigestive tract, and internal organs. [1] The symptoms of the disease vary greatly from individual to individual and may include skin scarring, beaded eyelid papules, and laryngeal and tongue infiltration leading to hoarseness and limited lingual movements. [2] Although most cases have been reported from descendents of German immigrants to South Africa, [3] it is seen worldwide. Hereby, we report three cases of lipoid proteinosis with the classical presentation.
Case Reports Case 1
A 5-year-old male child born to nonconsanguineous parents presented with recurrent episodes of spontaneous blistering and erosions over face, trunk, and extremities since 2 years of age. Lesions healed with scarring and were associated with intense itching. There was no history of similar complaints in the family.
On examination, the patient had hoarseness of voice and multiple pock-like scars over face, back and upper limbs [ Figure 1a ]. Few crusted erosions were present over arms, knee, gluteal region, and scalp. Multiple striae were seen in axillae and shoulder [ Figure 1b ]. There was subtle beading of the eyelid margin. Waxy papules were seen on the back. Scalp showed patches of scarring alopecia over the occiput [ Figure 1c ].
Indirect laryngoscopy showed thickening of bilateral vocal cords. X-ray skull was normal, and there was no history of seizures. Psychiatric and systemic evaluation showed no abnormality.
Histopathological examination of skin showed thick periodic acid-Schiff (PAS) positive hyaline material around blood vessels and eccrine glands [ Figure 1d ].
Based on the typical clinical and histopathological features, the diagnosis of lipoid proteinosis was made.
Case 2
A 13-year-old boy presented with 11 years history of spontaneous blistering followed by the development of atrophic scars over face, neck, back and shoulders, and hoarseness of voice since 1 year of age.
On examination, the patient had multiple pock-like scars over face and trunk with scarring alopecia and palatal infiltration [ Figure 2a -c]. There was no history of seizures or any neuropsychiatric or metabolic disorder.
Skin biopsy showed similar PAS positive hyaline material around dermal vessels and eccrine glands [ Figure 2d ].
Case 3
A 13-year-old male presented with a history of itchy papular lesions over body followed by blistering and erosions and This is an open access article distributed under the terms of the Creative Commons Attribution-NonCommercial-ShareAlike 3.0 License, which allows others to remix, tweak, and build upon the work non-commercially, as long as the author is credited and the new creations are licensed under the identical terms.
For reprints contact: reprints@medknow.com subsequent scarring, since 5 years of age. The patient was born to nonconsanguineous parents, and family history and systemic examination was noncontributory. Psychiatric evaluation revealed mild mental retardation. X-ray of the skull did not reveal any calcifications.
On examination, the patient had pock-like scars and crusted erosions over extremities, back, gluteal region, and scalp [ Figure 3a] . The patient had beading of eyelids, hoarseness of voice, and difficulty in protruding tongue [ Figure 3b and c].
Skin biopsy showed hyaline material in the dermal papillae and around the blood vessels [ Figure 3d ]. 
Discussion
Lipoid proteinosis is a rare autosomal recessive disorder, first described by a dermatologist and otorhinolaryngologist, Urbach and Wiethe in 1929. Its original name of "lipoidosis cutis et mucosae" was changed to "lipoid proteinosis cutis et mucosae" due to Urbach's belief that the condition was due to abnormal lipid and protein deposits within the tissues.
This disorder is caused by mutations in the extracellular protein 1 gene present on chromosome 1q21, [4] which encodes a secretory glycoprotein, and plays an important role in the structural and functional biology of the skin. [5] Absent or reduced expression of this protein causes aberrant hyaline deposition in various tissues.
Cutaneous lesions are usually absent at birth and start as blisters and erosions in early childhood which heal with scarring. Hoarseness of voice may be present at birth or may develop later. The presence of beaded papules over eyelid margin (moniliform blepharosis) is quite characteristic. These patients are very susceptible to minor trauma and infections can occur easily. The face and extremities in many of the cases are covered with pockmarked scars. [6] Other skin lesions include waxy papules, warty plaques, and patchy alopecia over the scalp. There can be yellow waxy infiltration of oral cavity, and enlargement of tongue, frenulum, and epiglottis, restricting tongue movement.
Extracutaneous manifestations such as epilepsy and neuropsychiatric illnesses are less commonly seen and can be associated with intracranial calcification in amygdala or temporal lobe. Widespread visceral involvement has also been described. [7] Histopathology shows deposition of PAS positive and diastase resistant hyaline material around blood vessels and appendages. Immunofluorescence labeling for type IV collagen confirms the basement membrane thickening. Although the clinical feature of hoarseness of voice, beaded waxy papules over eyelid and pock like scarring are characteristic, the condition needs to be differentiated from metabolic disorders such as erythropoietic protoporphyria (EPP), amyloidosis, xanthomatosis, and papular mucinosis (scleromyxedema). EPP can be ruled out on the basis of photosensitivity and involvement of photo-exposed areas. Histopathology in EPP reveals deposition of homogenous pale eosinophilic PAS-positive, diastase-resistant material around blood vessels with sparing of adnexa. In amyloidosis, the hyalinization is milder, more focal and superficial, and it rarely involves the eccrine glands. Histopathology of xanthomatosis shows lipid-laden foam cells in dermis or subcutis with areas of cholesterol clefts. Papular mucinosis shows diffuse dermal mucin deposition stained with alcian blue or colloidal iron stain, fibroblast proliferation, and fibrotic collagen.
The treatment options are very limited and mainly symptomatic. It includes CO 2 laser, dissection of vocal cords and blepharoplasty for eyelid lesions. [8] Skin lesions can be treated by dermabrasion and chemical skin peeling. Treatment with oral dimethyl sulfoxide, d-penicillamine, and retinoids [9] have been reported to be useful. The overall prognosis of the condition is good.
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